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. Arr , 7 <;o F 2d 1569,1574, 224 USPQ 

thecla^MS^S^^ 

409 412 (Fed. ch. 1984). gsoisa, fr it toMto ma*^ 317 M* 95 . 

L ^ough^claim^ereamendedto remove "consisnngessenuallyof m 

of," or the like, in fiiture applications. 

^.eExaminerreieetedclaimsZ.S, 7, 9, 14 and 76-83 under 35 U.S.C. 112. to 

Mcordingly.Applicants reaped ^ 
under 35 U.S.C. 1 12, first paragraph. 

T^^nuner reclaims 2, 9, 76, and 80-82 under 35 U.S.C. § 102(b) as 

an ticipa te dbyu,eFlkesPCTapplicati O n(WO95/04542). 

Appfi Ca ntshavean 1 endedcla^2and9tofuru,erdefinethe a nunoacid 

eo-i- of EYVTKVSARVRF (SEQ ID NO:7), or a fcncttona. vanant that differs 
ton SEQ ID NO:7 by one amine acid deletion addition or substitution; .each of the 

variaat + 20 amino acid.for the additions 
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*. t of MAGE-1 specificallythcSS^noacidC-tciminalfragment No other fragments 

rs---— — ^^^^ 

made under 35 U.S.C..§ 102(b). 

including the MAGE-1 melanoma anttgen. The amenorn mlB ht 
r,lTT OT alian, because Topalian does no. even identify which porhon of MAGE-1 might 

reou eat that the Examiner withdraw the ejection made under 35 U.S.C. « 102(b). 



3. 

al. reference. 



fenC6 ' vn A II binding peptides of a different MAGE protein, 

The Chaux paper recites HLA class II binding pep 

MAGE-A3 Because the claim amendment proposed above restncts the MAGE-A1 HLA 
MAGE- A3. Becaus amino acid substitution 

that the Examiner withdraw the rejection made under 35 U.5.C. § 102(e). 

, i • < 7 9 14 78-80 and S3 under 35 U.S.C.§ 102(a) as 
4 The Examiner rejected claims 2. 5, 7, 9, 14, /s su an 

anticipated by the ThielemansPCT application (W099/14326). 

cMmed TheThielem^^ 

withdraw the rejection made under 35 U.S.C. § 102(a). 
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. s i w> s 7 78 and 79 under 35 U.S.C. § 102(e) as anticipated 
5. The Examiner rejected claims 2, 5, 7, 78 ana fy unaer « 

hv the Ch&ux patent (US 5,965,53s). 

Chaux does not disdose functional variants as now cUdmed in the instant apphca*m. 

under 35 U.S.C. § 102(e). 

B*iS*^^ 9 76 77 80-82 under 35U.S.C § 103 as unpatentable 

1 . The Examiner rejected claims 2, 9, 70, / /, »u ox w 

over WO95/04542 (Fikes et al.). , 

NO-7 in the Fikes PCT application. Appilcants agree that Fikes teaches a part.cu.arpepUde 

Examiner *P--»*^ rf ^' P ^^TZ«-* 
ZllLino acid residues. The Examiner *eks to establish that this P ara^ proves 
^nvationforoneofordinaryski^ 

JLo acids, should he added * the peptide. Whether or ^f^r^^S- 

dresnotprovidethemotivauonr^iredforafmdinsofohv.onsne^ 

LJ* a specific motivation to make the peptide now claimed by Apphcants, e g F.kcs 

"Ig, of *e dain^d invention, wouid have select these components for comblnaUon m 
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the manner claimed.") The Examiner has not Seated why a skilled artisan, without knowledge 
of the claimed HLA DRB1*15 binding peptide, would have selected one particular peptide from 
atnongthe many disclosed in the Fikes PCT application, and why theskilled artisan would have 
edified such a peptide to obtain the peptide now eUimed. Accordingly, the proper showmg 
support an obviousness rejection has not been provided. 

Moreover, even if the Examiner is able to provide an appropriate showing that 

of potentia. modifications to the peptides disclosed is not sufficient to support a finding of 

obviousness. ,u_miit 
In addition, Fikes states that the peptide induces a CTL response (page 5, third full 
paragraph, las. sentence) via MHC class I molecule, In contrast, Applicants have claimed 
peptides that bind class H molecules (DRBl'15 specifically), and thus would be expected to 
Lduce a helper T cell response, no, a CTL response. Thus Fikes teaches away from modify 
the disclosed peptide sc^uencs In a manner mat produces a class II binding pept.de. At ihe very 
least, this passage is a further reflection on die lack of motivation to make the spec.fic HLA 
DRBl*15-binding peptides now claimed by Applicants. 

Furthermore, with respect to the particular peptide that would have to be modified to 
obtain the claimed invention, Fikes taught that SEQ ID NO* was an immunogenic peptide (m 

to both ends. Moreover, as stated above, there certainly was not any motivation to add the 
correct number of amino acids to the correct ends of SEQ ID NO:8. Further, there was no 
S uggesfionbyFikestoaddme S pec i f.cammoaci<lsccntamedmS E QroNO:7,and^ 

AppKcantsmaimrfnth* one of ordinary ^mto^wouldnothaveb^nmofiva^todoso. 

Thus theExaminerhasnot supplied any motivationor reason why one of ordinary stall m 
the art would select die claimed peptides from among all of the potential peptide modifications 
suggested by Fikes. In essence, the Examiner appear to be suggesting that the claimed mvenfon 
was obvious to try based on the prior art. "Obvious to try," however, is not a proper and 
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legitimate standard for unpatentability, and does not constitute obviousness. In re fine, 837 F.2d 
1071, 1075, 5 USPQ2d 1596, 1599 (Fed. Cir. 1988). 

In summary, Fikes does not provide the specific and clear motivation required under the 
law to make the specific number and kind of substitutions that would be required to obtain the 
claimed invention. The Examiner has not indicated any other source for motivation to modify 
the teachings of Fikes to obtain the claimed invention. Accordingly, Applicants respectfully 
request that the Examiner withdraw the rejection of the claims under 35 U.S.C. § 103 based on 
WO95/04542 (Fikes et al.). 

2. The Examiner rejected claims 5, 14, 78 and 83 under 35 U.S.C. § 103 as unpatentable 
over Fikes et al. (WO95/04542) in combination with Sanderson et al. 

This rejection is similar to the previous Fikes obviousness rejection with the addition of 
the Sanderson reference to teach the Ii invariant chain for targeted fusions. As above, one of 
ordinary skill in the art would not have been motivated to add the correct number and kind of 
amino acids to arrive at the claimed peptides. Sanderson does not cure the essential deficiency 
of Fikes. 

Accordingly, Applicants respectfully request that the Examiner withdraw the rejection of 
the claims under 35 U.S.C. § 103 based on WO95/04542 (Fikes et al.) in combination with 
Sanderson et al. 

3. The Examiner rejected claims 2, 5, 9, 14, 78, 80 and 83 under 35 U.S.C. § 103 as 
unpatentable over W097/1 1669 (Topalian et al.) in combination with Sanderson et al. 

This rejection is based on the combination of Topalian (for functional variants of SEQ ID 
NO;7) and Sanderson (for Ii). Based on the claim amendments and arguments set forth above 
for the Topalian anticipation rejection, Applicants respectfully request that the Examiner 
withdraw this rejection of the claims under 35 U.S.C. § 103. 

4. The Examiner rejected claims 7 and 79 under 35 U.S.C. § 103 as unpatentable over 
WO95/04542 (Fikes et al.) in view of US patent 6,043,347 (Gelder et al.). The Examiner also 
rejected claims 1, 2, 5, 9, 1 1, 14, 78, 80 and 83 over W097/11669 (Topalian et al.) in view of US 
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patent 6,043,347 (Gelder et al.). Applicants assume that claims 1 and 11 were not meant to be 
included in the rejection as these claims were canceled in the previous amendment. 

These rejections are based on the previous Fikes or Topalian obviousness rejections with 
the addition of the Geider reference to teach D-amino acids. Based on the claim amendments 
and arguments set forth above for the respective Fikes and Topalian rejections, Applicants 
respectfully request that the Examiner withdraw this rejection of the claims under 35 U.S.C. § 
103. 

In view of the amendments and the arguments presented above, Applicants respectfully 
request that the rejections of the claims be withdrawn. If the Examiner wishes to expedite the 
prosecution of this application in any way, then the Examiner is invited to contact the 
Applicants' representative at the telephone number listed below. 



Respectfully submitted, 




JcJra R. Van Amsterdam 
Reg. No. 40,212 

WOLF, GREENFIELD & SACKS, PC. 



600 Atlantic Avenue 
Boston, MA 02210 
Tel. (617)720-3500 



ATTORNEY DOCKET NO. L0461/7063 

Date: February 15,2002 

X02/20/02 
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Amende n a im« 



2.(twice amended) An isolated HLA [class n] DRSiMi-binding ^ ^ 
[essentially] of 

the amino acid sequence set forth as SEQ ID NO:7, or a functional variant thereof 
[comprising] fiS3aa£in£of one amino acid addition, substitution or deletion, and 

0-10 amino acids added to either or both ends of the amino acid sequence set forth 
as SEQ ID NO:7, or the fiinctional variant thereof gating of on. ^ ^ r ^:,:- n 
Substitution or delqfi pri ^ 



5<twice amended) The isolated HLA [Cass II] DEBlilS-binding peptide of c]aim 2 wherein 
the isolated peptide comprises an endosomal targeting signal. 

7.(twlce amended) The isolated HLA [Cass II] EBBl^-binding peptide of claim 2 wherein 
the isolated peptide is non-hydrolyzable. 

9.(twice amended) A composition comprising an isolated MAGE-A1 HLA class I- 
binding peptide and an isolated MAGE-A1 HLA [class II] DJUUlii-binding peptide 
wherein the isolated HLA class II-binding peptide consists [essentially] of 

the amino acid sequence set forth as SEQ ID NO:7, or a fimctional variant thereof 
[comprising] SffiasMng^f one amino acid addition, substitution or deletion and 

, m ""I" "** aCi<iS **" t0 «*" ° r •»* 6nds of *• -quenee set forth as 

SEQIDNO.-7, or the functional variant thereof consist™ rfm ^ , m 
Substitution or deletim, aymuon, 

^(amended) The composition of claim 9 wherein the isolated MAGE-A1 HLA [class II] 
DRBl^-binding peptide comprises an endosomal targeting signal. 

7d.(twice amended) The isolated HLA [class II] DEfimi-binding peptide of claim 2 wherein 
the .solated peptide consists [essentially] of an amino acid sequence selected fix,m the group 
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consisting of SE Q 1D N0 :3, SEQ ID NO.4, and SEQ ID NO-7 o « • 

77.(amcnded) The isolated HLA [class III DRBI»is K- j' 
^P^-istsofaUoJ^ 

ID NO:3, SEQ ID NO.-4 and SEQ ID NO. 7. ^ ofSE Q 

7S.(a«ended) The isolated HLA [class III DRBI.15 hinHi 

endosotna, ^ signaJ comprfseg ^ n ^f^ 8 «"* ° f C,aim 5 * 
orLAMP.i. endosomal targeting portwn of human invariant chain Ii 

79,(amended) The isolated HLA [class m D Rm«i « v *■ 

bond, and peptides comprising . T, ^^^^.^ 

8 PsilLH 2 SJ-thiomethylene peptide bond. 

Satoende^ThecontposWonofcIaimPwhereintheMAGE-AlHLA , 

sod the MAGE-A1 HLA [class II] DRB 1*15 hi „H- ^ A ''^binding peptide 

polypeptide. '^""^""combinedasapolvtope 
iij i2RBi^.b,nding peptide consists nf ™ • , *m W>AI HLA [class 



it thereof 



SSS-TTT? COmP ° Siti0n ° f 9 — " *• MAGE-Al HLA I , 

AiJU^BT^-brnding peptide consists of • ^^b-Al HLA [class 



